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It has been reported that functional channels have an α2β1γ1 stoichiometry, although alternative functionally active arrangements have not been ruled out. Passage of Na + through ENaC is the rate limiting step in epithelial Na + transport, a key process in the control of various bodily functions such as maintaining fluid covering on apical surface of alveolar epithelial cells in lung tissue. Tight control of the fluid volume covering apical epithelial cells in airways is required in order to prevent infection and facilitate normal gas exchange. Aberrant ENaC activity has been linked to respiratory conditions such as bronchitis, chronic obstructive bronchitis (COPD), asthma, bronchiectasis, allergic alveolitis, rhinitis, chronic sinusitis, cystic fibrosis, α-I-antitrypsin deficiency, cough, pulmonary emphysema, interstitial lung diseases, alveolitis, hyperactive airways, nasal polyps, pulmonary edema, and pneumonitis of different origins. The present disclosure describes a series of novel pyrazine amides capable of inhibiting ENaC, which may be useful for the treatment of the aforementioned conditions.
Important Compound Classes:
Definitions: R l is selected from methyl, HO(O)CÀCH 2 À, C 1À4 ÀalkylÀO(O)CÀCH 2 À, Cl(C 1À4 Àalkyl) 3 NÀCH 2 ÀCH 2 ÀHN(O)CÀCH 2 À, or aryl; R 6 is selected from H or C 1À4 Àalkyl; R 2 is selected from C 1À4 Àalkyl; R 3 is selected from C 1À4 Àalkyl, optionally substituted with one or two groups selected from
substituted with C 1À4 ÀalkylÀOÀ, aryl-C 1À4 Àalkyl optionally substituted with C 1À4 ÀalkylÀOÀ, or aryl optionally substituted with one or two R 3.1 À, R 3.1 ÀOÀ, R 3.1 ÀCH 2 À, R 3.1 ÀCH 2 ÀOÀ, halogen, or NCÀ, wherein
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PATENT HIGHLIGHT two substituents R 3.1.1 together with the nitrogen atom they are bound to form a five-, six-, or nine-membered heterocyclyl,
wherein one or two further elements are replaced by an element independently selected from N, O, or S; each five-, six-, or nine-membered heterocyclyl optionally substituted with one or two substituents independently selected from C 1À4 Àalkyl, C 1À4 ÀalkylÀOÀ or O=, and R 3.1.2 is independently branched or unbranched C 1À4 Àalkyl, optionally substituted with one or two substituents selected independently from O=, NCÀ, HOÀ, C 1À4 ÀalkylÀOÀ, (C 1À4 Àalkyl) 2 NÀ, Cl(C 1À4 Àalkyl) 3 each fiveor six-membered heterocyclyl or heteroaryl being optionally substituted with one or two substituents independently selected from C 1À4 Àalkyl or O=; R 4 is independently selected from C 1À4 Àalkyl, optionally substituted with one or two groups selected from C 5À6 Àcycloalkyl, 
